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The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . S This communication is responsive to THE AMENDMENT FILED December 23. 2003 . 

2. lEl The allowed claim(s) is/are 38.39.46-50.57.58.60.67.69-71 and 74 . 

3. S The drawings filed on 28 August 2000 are accepted by the Examiner. 

4. n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d)or (f). 

a) □ All b) □ Some* c) □ None of the: 

1. □ Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

5. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

6. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 

1 ) □ hereto or 2) □ to Paper No./Mail Date . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper No./Mail Date . 

Identifying Indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of 
each sheeL Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d). 

7. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL nnust be submitted. Note the 

attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 



Attachment(s) 

1. □ Notice of References Cited (PTO-892) 

2. □ Notice of Draftperson's Patent Drawing Review (PTO-948) 

3. □ Information Disclosure Statements (PTO-1449 or PTO/SB/08), 

Paper No./Mail Date 

4. □ Examiner's Comment Regarding Requirement for Deposit 

of Biological Material 



5. □ Notice of Informal Patent Application (PTO-152) 

6. □ Interview Summary (PTO-413), 

Paper No./Mail Date . 

7. □ Examiner's Amendment/Comment 

8. M Examiner's Statement of Reasons for Allowance 

9. □ Other. 
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Art Unit: 1615 

1 . The following is an examiner's statement of reasons for allowance: 

a. Applicants show a delivery system comprised of slow release vitamin C 
and plain release vitamin E and a method of treating oxidative stress disorders 
with said delivery system. The prior art shows modified release compositions 
comprised of vitamin C and vitamin E. Valducci EP 0 820 703 A1, considered 
the closest prior art of record, shows prolonged release formulations comprised 
of these vitamins. The prior art does not show nor fairly suggest applicants' 
particular combination of slow release vitamin C and plain release vitamin E, 
wherein vitamin C is present in an amount to deliver a daily dose of 60 mg to 2 
gm vitamin C and vitamin E is present in an amount to deliver 50 mg to 500 mg 
alpha tocopherol. The vitamins are present in amounts so as to obtain vitamin C 
and vitamin E in a ratio in the blood plasma of 1 :1 to 3:1 such that the delivery 
system provides a concentration of vitamin E in the blood plasma of at least 20 
micro moles per liter and a concentration of vitamin C in the blood plasma of at 
least 40 micro moles per liter. 

Any comments considered necessary by applicant must be submitted no later 
than the payment of the issue fee and, to avoid processing delays, should preferably 
accompany the issue fee. Such submissions should be clearly labeled "Comments on 
Statement of Reasons for Allowance." 

Claims 38, 39, 46-50, 57, 58, 60, 67, 69-71 and 74 are allowed. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to James M Spear whose telephone number is 571 



Application/Control Number: 09/642,160 Page 3 

Art Unit: 1615 

272 0605. The examiner can normally be reached on Monday thru Friday from 6:30 
AM to 3 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman K Page, can be reached on 571 272 0602. The fax phone number 
for the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

James M Spear 



February 12, 2004 
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AND USE OF A COMBINATION OF VITAMIN C AND E FOR PREVENTING OR 
TREATING CONDITIONS INVOLVING OXIDATIVE STRESS 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 223 13-1450 



AMENDMENT AFTER FINAL REJECTION UNDER 37 C.F.R. S 1.116 

Sir: 

In response to the Final Office Action mailed September 23, 2003, Applicants request 
that this application be amended as follows. 
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IN THE CLAIMS : 

Please amend claim 46 as indicated in the following claim listing: 

I ^ (Previously Presented) A delivery system for oral delivery of the antioxidants 
vitamin C and vitamin E to obtain high concentrations thereof and a controlled ratio between 
vitamin C and vitamin E in bloo'd plasma in humans or animals, characterized in that it has a 
slow release of vitamin C and a plain release of vitamin E; 

wherein vitamin C is present in an amount in the delivery system so as to deliver a daily 
dose corresponding to 60 mg - 2 g of vitamin C, and vitamin E is present in an amount in the 
delivery system so as to deliver a daily dose corresponding to 50 mg - 500 mg of a-tocopherol, 
and the antioxidants are present in amounts so as to obtain vitamin C and vitamin E in a ratio in 
the blood plasma of 1 : 1 to 3 : 1 ; 

wherein the solubility of vitamin E is such that at least 90% of vitamin E is dissolved in 
less than 30 minutes under the conditions of Test B; and 

wherein the solubility of vitamin C is such that less than 40% of vitamin C is dissolved 
after 1 hoxu: imder the conditions of Test A; and 

wherein said delivery system achieves a concentration of vitamin E in the blood plasma 
of at least 20 ^mol/liter and a concentration of vitamin C in the blood plasma of at least 40 
Hmol/liter. 
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^yitf (Previously Presented) A delivery system according to claim ^J^f characterized in 
that it is a system comprising a tablet comprising at least two non-identical delivery principles, 
wherein 

a) one delivery principle comprises 

i) vitamin C; 

ii) a pharmaceutically acceptable excipient for controlling the slow release of 
vitamin C; and 

iii) other pharmaceutically acceptable excipients; and 

b) another delivery principle comprises 

i) vitamin E; and 

ii) pharmaceutically acceptable excipients. 



that vitamin C is ascorbic acid and vitamin E is selected from the g r oup comprising d-a- 
tocopheryl acetate, d-a-tocopheryl acid succinate, d-a-tocopherol, d-p-tocopherol, d-y- 
tocopherol, d-8-tocopherol, d-a-tocotrienol, d-P-tocotrienol, d-y-tocotrienol, d-5-tocotrienol, dl- 
a-tocopherol, dl-a-tocopheryl acetate, dl-a-tocopheryl calcium succinate, dl-a-tocopheryl 
nicotinate, dl-a-tocopheryl linoleate/oleate, and all o tlicr p o ssible derivatives or stereo isomeric 
forms of the above compounds. 



\ 




(Currently Amended) A delivery system according to claim^^ characterized in 
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H (Previously Presented) A delivery system according to claim^^ wherein the daily 
dose of vitamin C corresponds to 100 mg - 1 .5 g of ascorbic acid. 

I 

^ (Previously Presented) A delivery system according to claim,3K wherein the daily 
dose of vitamin E corresponds to 100 mg - 250 mg of a-tocopherol. 

I 

^ (Previously Presented) A delivery system according to claim wherein the daily 

dose of vitamin C and E is delivered by 1 to 8 dosage units. 



^7 (Previously Presented)^ A delivery system according to claim >^ wherein the daily 
dose of vitamin C and E is delivered by 1 or 2 dosage units. 

(Previously Presented) A method of treating oxidative stress disorders, said method 
comprising administering to an individual a combination of vitamin C and vitamin E in sufficient 
amounts to raise the concentration of said vitamins in blood plasma to a ratio of approximately 
1:1 to 3:1, in not more than 8 weeks from the first administration, 

wherein vitamin C is released by a slow release formulation and vitamin E is released by 
a plain release formulation; and 

wherein the concentration of vitamin E in the blood plasma is at least 20 ^mol/Iiter and 
the concentration of vitamin C in the blood plasma is at least 40 |imol/liter; and 
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wherein the administering is in amounts corresponding to a daily dose of 60 mg - 2 g of 
vitamin C and corresponding to a daily dose of 50 mg - 500 mg of a-tocopherol. 

(Previously Presented) A method according to claim^,5^ wherein the raising is 
within 4 weeks. 

^CfT (Previously Presented) A method according to claim yf, wherein the method 
achieves, in blood plasma, a concentration of vitamin C of from about 102 to 142 jimol/liter, and 
a concentration of vitamin E of from about 46 to 65 |imol/liter. 

II 

(Previously Presented) A method oftreating oxidative stress disorders, said method 
comprising daily administering to an individual at least one dosage xmit comprising a 
combination of vitamin C and vitamin E in sufficient amounts to raise the concentration of said 
vitamins in blood plasma to a controlled ratio; 

wherein said vitamin C is formulated in a slow-release preparation and vitamin E is 
formulated only in plain-release formulation; 

wherein the concentration of vitamin E in the blood plasma is at least 20 jimol/liter, and 
the concentration of vitamin C in the blood plasma is at least 40 fimol/liter; 

wherein the antioxidants are present in amoimts so as to obtain vitamin C and vitamin E 
in a ratio in the blood plasma of 1 : 1 to 3 : 1 ; 
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wherein the at least one dosage units delivers a daily dose corresponding to 60 mg - 2 g of 
vitamin C and a daily dose corresponding to 50 mg - 500 mg of a-tocopherol; and 

v/herein the formulation of vitamin E is such that at least 90% of vitamin E is dissolved 
in less than 30 minutes under the conditions of Test B, and the formulation of vitamin C is such 
that less than 40% of vitamin C is dissolved after 1 hour under the conditions of Test A. 

»v D 

>69. (Previously Presented) A method according to claim ^ wherein the method 
achieves, in blood plasma, a concentration of vitamins C of from about 102 to 142 fimol/liter, 
and a concentration of vitamin E of from about 46 to 65 ^mol/liter. 

(Previously Presented) A method according to claim^^, wherein the at least one 
dosage unit is at most 8 dosage units. 

(Previously Presented) A method according to c\z\mp<f, wherein the at least one 
dosage unit is 1 or 2 dosage units. 

(Previously Presented) A delivery system according to claim .J^C^substantially free 

of histidine. 
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